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DETAILED ACTION 
Formal Matters 

Claims 1-26 are pending and under consideration. 

Specification 

The abstract of the disclosure is objected to because it is entitled "Abstract of the 
Invention". Pursuant to 37 CFR 1.72 a brief abstract of the technical disclosure in the 
specification must commence on a separate sheet, preferably following the claims, under the 
heading "Abstract " or "Abstract of the Disclosure". Correction is required. See MPEP 
§ 608.01(b). 

Response to Amendment 

The rejection of claims 1-26 under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention for being vague and indefinite in the recitation of the phrase "test 
complex". 

The rejection of claims 1-26 under 35 U.S.C. 102(b) as being anticipated by DiRenzo et 
al. (1997) has been withdrawn. 

The rejection of claims 1-26 under 35 U.S.C. 103(a) as being unpatentable over DiRenzo 
et al. (1997) has been withdrawn. 
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Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-26 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claims 1,2, 11 and 18 are vague and indefinite in the recitation of the term "activities". 
This term is not clearly defined in the claims. The specification also does not clearly define the 
term, but it seems to include, inter alia, an indirect signaling pathway activated by the nuclear 
hormone receptor, and on other nuclear hormone receptor mediated pathways (page 9, lines 5- 
20), and also a decrease in interaction with corepressors and an increase in interaction with 
coactivators (page 14, lines 10-20). Thus, since the term "activities" includes effects on indirect 
pathways not directly associated with nuclear hormone receptor function, the skilled artisan 
would not be apprised of the metes and bounds of the functional limitation with regard to the 
activities which are dissociated. Claims 3-10, 12-17, 19-26 are rejected insofar as they depend 
on the recitation of the term "activities" in claims 1,2, 11, 18 

Applicant argues that as set forth in the specification, nuclear receptor activities include 
the effects of hormone receptor mediated pathways indirectly activated by ligand as well as 
direct activation of transcription. The specification teaches, for example, that ligands that 
dissociate nuclear hormone receptor activities have selective indirect effects through 
nuclear hormone receptor-mediated pathways while failing to directly activate transcription 
through cognate response element (page 9, lines 2-13). The metes and bounds of this term 
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cannot be determined based upon the definition provided in the Specification because the 
activities ascribed to the nuclear hormone receptor are exemplary, and further there is no 
indication what the indirect effects would be. 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-3, 6-8, 11-13, 16, 19 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Chen etal. (1995). 

The claims are drawn to methods of identifying agents which dissociate nuclear hormone 
"activities" the steps comprising addition of an agent to a test complex comprising a nuclear 
hormone receptor, a coactivator, a corepressor (claim 1), and/or the addition of a nuclear 
hormone response element (claim 2), and measuring the dissociation of an "activity" upon 
addition of the agent. The comparison to TTNPB is only necessary if the nuclear hormone is 
RAR. Chen et al. report the identification of a receptor-interacting factor, SMRT, as a silencing 
mediator (co-repressor) for retinoid and thyroid-hormone receptors. SMRT is a previously 
undiscovered protein whose association with receptors both in solution and bound to DNA- 
response elements is destabilized by ligand (Chen at 454, column 2, third paragraph). In the 
Chen reference, on page 456, Figure 3, a method is presented in which the interaction of SMRT 
with receptor-DNA complex in the presence of PAF, as coactivator (page 457, column 2 second 
paragraph). Claims 1-2, 16, 19 are anticipated because the method identifies an agent (ligand) 
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which dissociate nuclear hormone "activities" the steps comprising addition of an agent to a test 
complex comprising a nuclear hormone receptor (TR), a coactivator (PAF), a corepressor 
(SMRT), in the presence of a nuclear hormone response element (the oligo probe). Claims 3, 6-8 
are anticipated because the reaction is carried out in vitro, in a reticulocyte lysate. Claims 11-13 
are anticipated because the method is carried out with RXR-RAR or TR. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 1 02 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (0 or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-3, 6-8, 11-16, 18-19 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Chen et al. (1995) in view of Chen et al. (1996). 

The claims are drawn to methods of identifying agents which dissociate nuclear hormone 
"activities" the steps comprising addition of an agent to a test complex comprising a nuclear 
hormone receptor, a coactivator, a corepressor (claim 1), and/or the addition of a nuclear 
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hormone response element (claim 2), and measuring the dissociation of an "activity" upon 
addition of the agent. The comparison to TTNPB is only necessary if the nuclear hormone is 
RAR. Chen et al. report the identification of a receptor-interacting factor, SMRT, as a silencing 
mediator (co-repressor) for retinoid and thyroid-hormone receptors. SMRT is a previously 
undiscovered protein whose association with receptors both in solution and bound to DNA- 
response elements is destabilized by ligand (Chen at 454, column 2, third paragraph). In the 
Chen reference, on page 456, Figure 3, a method is presented in which the interaction of SMRT 
with receptor-DNA complex in the presence of PAF, as coactivator (page 457, column 2 second 
paragraph). Chen et al. does not teach the coactivator as being SRC-1. The Chen (1996) 
reference teach that the effect of hormone in nuclear receptor signaling is to relive silencing by 
inducing a dissociation of corepressor and to activate transcription by recruiting transcriptional 
coactivator(s) such as Tripl, RIP140, RIP160, TIF1 and SRC-1 (page 7570, column 2, second 
paragraph). The motivation is provided in the Chen (1996) reference that teaches that 
transcriptional silencing has been shown to play an important role in development, cell 
differentiation and cellular transformation (page 7570, second column, second paragraph). 



Conclusion 



No claim is allowed. 
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Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph Murphy whose telephone number is (571) 272-0877. The 
examiner can normally be reached Monday through Friday from 7:30 am to 5:00 pm. A message 
may be left on the examiner's voice mail service. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Yvonne Eyler can be reached on (571) 272-0871. 

The fax number for the organization where this application or proceeding is assigned is 
703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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